Introduction {#sec1}
============

Cemiplimab (Libtayo, Regeneron Pharmaceuticals, Tarrytown, NY) is a monoclonal antibody that targets the programmed cell death receptor 1. In 2018, the Food and Drug Administration approved cemiplimab for the treatment of patients with metastatic cutaneous squamous cell carcinoma (SCC) or locally advanced cutaneous SCC that is not a candidate for surgery or radiation.[@bib1] Immune checkpoint inhibitors have been implicated in the development of bullous disorders.[@bib2]^,^[@bib3] We report the first case, to our knowledge, of a patient who developed severe steroid-resistant bullous pemphigoid shortly after initiating therapy with cemiplimab, requiring discontinuation of the programmed cell death receptor 1 inhibitor and treatment with rituximab.

Case report {#sec2}
===========

An otherwise healthy 68-year-old man with a history of nonmelanoma skin cancer presented for evaluation of a painless rapidly growing mass on the right temple and lateral periorbital region. Physical examination was notable for an ulcerated skin-colored firm plaque on the right temple, with associated swelling of the right upper eyelid ([Fig 1](#fig1){ref-type="fig"}), and biopsy revealed moderately differentiated invasive cutaneous SCC. A computed tomography scan showed a 47 × 15 × 45-mm soft tissue mass invading the extraconal fat superolaterally, with involvement of the lacrimal gland and the eyelid. Positron-emission tomography imaging (with computed tomography) did not show evidence of metastases. The patient received a diagnosis of locally advanced cutaneous SCC. Given the likelihood that surgery would require an orbital exenteration, the patient was offered neoadjuvant therapy with cemiplimab immunotherapy (350-mg intravenous infusion every 3 weeks) before surgery and radiation.Fig 1Cutaneous squamous cell carcinoma. Clinical photograph from the lesion on the right temple and lateral periorbital region.

The patient received cemiplimab infusion on days 0, 21, and 42. Before his third infusion on day 42, he developed scattered erythematous macules and edematous papules on the lower extremities and 1 blister on the left ankle, which were treated with topical triamcinolone ointment twice daily. Given the limited body surface area involvement, he continued receiving cemiplimab. However, at approximately day 63 after initiation of cemiplimab, he was noted to have innumerable intact, tense, fluid-filled vesicles; bullae; and erosions involving an estimated 60% of his body surface area ([Figs 2](#fig2){ref-type="fig"} and [3](#fig3){ref-type="fig"}). The conjunctival, oral, genital, and perianal mucosal surfaces were not affected. A skin biopsy from lesional and perilesional skin revealed a subepidermal blister with eosinophilic spongiosis and dermal eosinophilia ([Fig 4](#fig4){ref-type="fig"}). Direct immunofluorescence demonstrated linear deposition of IgG and C3 in the basement membrane zone, whereas the IgA result was negative. Salt-split skin analysis revealed staining on the epidermal side of the basement membrane. Serum anti-BP180 IgG antibody levels were elevated, at 169 units/mL. Serum anti-BP230 IgG antibodies were not detected. Peripheral blood absolute eosinophil levels were elevated, at 1600 cells/μL. The patient received a diagnosis of cemiplimab-induced bullous pemphigoid, scored as a grade 3 immune-related adverse event in accordance with the Common Terminology Criteria for Adverse Events version 4.03.Fig 2Bullous pemphigoid. Clinical photograph from the lower extremities.Fig 3Bullous pemphigoid. Clinical photograph from the chest and upper extremities.Fig 4Bullous pemphigoid. Lesional and perilesional skin on the anterior surface of the right thigh. (Hematoxylin-eosin stain; original magnification ×20.) Inset shows the subepidermal blister containing eosinophils and the overlying epidermis with eosinophilic spongiosis. (Hematoxylin-eosin stain; original magnification ×400.)

Cemiplimab infusions were discontinued and the patient began receiving prednisone 60 mg daily for 2 weeks, without resolution of blistering. His prednisone level was then increased to 40 mg twice daily for 2 weeks, with stabilization of his blisters. On tapering his prednisone, the blistering recurred, and therefore a lymphoma-based dosing regimen of rituximab (375 mg/m^2^ weekly) for 4 weeks was administered.[@bib4]^,^[@bib5] The onset of new blistering subsided after the rituximab and prednisone dose was successfully tapered during 3 months. At the 6-month follow-up, the patient was free of new blisters, with no need for additional systemic therapy.

Discussion {#sec3}
==========

Immune checkpoint inhibitors include agents that inhibit programmed cell death receptor 1 (nivolumab, pembrolizumab, and cemiplimab), programmed death ligand 1 (atezolizumab, avelumab, and durvalumab), and cytotoxic T-lymphocyte--associated protein 4 (ipilimumab). These anticancer therapies interfere with inhibitory mechanisms that downregulate the host immune response against malignant cells. In 2018, the Food and Drug Administration approved cemiplimab as the first systemic therapy to treat patients with advanced cutaneous SCC, based on a phase 2 study that reported an overall response rate of 47%.[@bib1]

Patients who receive immune checkpoint inhibitors sometimes experience immune-related adverse events, such as thyroiditis, pneumonitis, hepatitis, colitis, dermatitis, and other organ toxicities.[@bib6] Cutaneous immune-related adverse events appear to be a class effect among checkpoint inhibitors and can lead to pruritus, maculopapular rash, pigmentary changes, eczematous eruptions, lichenoid dermatitis, and other inflammatory skin diseases. Autoimmune blistering disorders represent approximately 1% of cutaneous immune-related adverse events[@bib3]^,^[@bib7]^,^[@bib8] In this report, we present the first reported case, to our knowledge, of bullous pemphigoid resulting after cemiplimab treatment. Many questions remain unanswered in regard to why checkpoint blockade triggers autoimmune blistering disease in some patients and not in others, as well as in regard to understanding the differences in timing, severity, and subtypes. Our case report offers further evidence that cutaneous immune-related adverse events are a classwide effect observed among anti--programmed cell death protein 1 therapy. Future studies are needed to better understand the pathogenesis, prognostic factors, and therapeutic algorithms for patients affected by immune checkpoint--related bullous pemphigoid. Identifying predictive factors, such as biomarkers inherent to the tumor or characteristics unique to the patient, may help predict which patients will develop specific toxicities.
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